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Caption
This file contains details of the statistical analysis embedded in the German cost-effectiveness model as well as further details of model parameter inputs including calculations where relevant.

1. Pooled and trial-specific baseline characteristics for all populations and the statistical analyses outputs.
The pooled and trial-specific baseline characteristics for all populations in the IPD analyses are presented in Table S1. Patients were excluded from the analysis if they left the study <30 days following the initial procedure, or <30 days from their final ablation procedure. To control nesting effects in all statistical analyses, each clinical trial was assigned a unique Study ID. The pooled characteristics were assumed to broadly represent the general first-line PAF population in Germany. Statistical analyses were performed in R v4.1.1 [1], and missing data were assumed to be missing completely at random. 
Baseline characteristics
Table S1:	Baseline characteristics from the clinical trials
	Characteristic 
	Cryo-FIRST
	STOP AF First
	EARLY-AF
	Pooled

	
	Cryo
	AAD
	Cryo
	AAD
	Cryo
	AAD
	Cryo
	AAD

	Patient counts [n]
	97
	105
	103
	97
	154
	147
	354
	349

	Age (Years)
[mean (sd)]
	49.9 (12.6)
	54.4 (13.5)
	60.5 (11.2)
	61.3 (11.2)
	57.8 (11.5)
	59.7 (10.5)
	56.5 (12.4)
	58.5
(12.0)

	Sex (% Male)
	70.10%
	64.76%
	61.17%
	58.76%
	72.72%
	69.39%
	68.60%
	65.00%

	EQ-5D-3L derived utility
[mean (sd)]
	
	
	0.89 (0.19)
	0.90 (0.15)
	0.87 (0.16)
	0.87 (0.17)
	0.88 (0.17)
	0.88
(0.16)

	EHRA Class (%)

	I 
	 0%
	0% 
	
	
	
	
	
	

	II
	69.1%
	75.2%
	
	
	
	
	
	

	III
	28.9%
	23.8%
	
	
	
	
	
	

	IV
	2.06%
	0.6%
	
	
	
	
	
	


Abbreviations: AAD, antiarrhythmic drugs; Cryo, cryoablation; EQ-5D-3L, EuroQol 5-Dimensions 3-Levels; EHRA, European Heart Rhythm Association.

All outcomes were defined as functions of the treatment arm. Further covariates of potential clinical relevance were utilised to produce adjusted mean estimates. Generalized linear models (GLMs) and generalized linear mixed models (GLMMs), with either a Poisson (log link), Binomial (logit link) or a Beta (logit link) distribution, were used to model all outcomes. The most appropriate distribution for all statistical models was chosen based on the diagnostic criteria (e.g., Akaike’s Information Criteria) and dependent variable type (e.g., count or continuous).
Within the long-term follow-up count-based statistical models, an offset variable was included to derive a rate per month rather than an absolute count for each patient. This was to account for exposure time for the relevant models. Utility values obtained via the EuroQol five dimensions (five levels) (EQ-5D-5L) instrument were mapped to the EQ-5D-3L by means of the van Hout crosswalk function algorithm [2]. The crosswalk function was developed based on international datasets and, thus, was deemed appropriate for a German-based value set. 
Secondary statistical analysis was performed whereby outcome data collected during a 12-week blanking period were not considered. The “blanking period” was in accordance with an expert consensus statement on catheter and surgical ablation of AF, recommending the exclusion of AF recurrences within the first three months of a trial. The described analyses were conducted to assess the CEMs sensitivity to resource usage in the first 12 weeks of the clinical trial to confirm no excessive resource use disproportionately influenced the results.
The type of model, link function, offset variable and distribution used in each analysis is detailed in Supplementary Tables S2 to S10. Stepwise deletion was used for model refinement, whereby statistically non-significant covariates (p<0.05) that do not contribute to the predictive capability of the model were removed.
Rate of AF recurrence and resolution 
A GLM with a Poisson distribution and log-link function was used to generate the rate of AF recurrence and resolution. A three-monthly rate was derived using an offset variable for the natural log of exposure time. On average, patients receiving cryoablation have a 46.7% lower three-monthly AF recurrence rate than those receiving AADs. However, there was no statistically significant treatment impact on AF resolution (p>0.05), and so stepwise deletion was used to remove this from the regression model.
Table S2:	Three-monthly rate of AF recurrence (whole study period)
	
	Coefficient
	Standard Error
	z-value
	p-value

	Intercept
	-2.771
	0.175
	-15.802
	<0.001*

	Treatment (Cryo)
	-0.629
	0.130
	-4.843
	<0.001*

	Ambulatory device (Yes)
	0.484
	0.216
	2.245
	0.024*

	Implantable loop recorder (Yes)
	1.162
	0.186
	6.234
	<0.001*

	p * = output reached statistical significance at 95% confidence interval. 



Table S3:	Three-monthly rate of AF resolution (whole study period)
	
	Coefficient
	Standard Error
	z-value
	p-value

	Intercept
	-0.441
	0.094
	-4.665
	<0.001*

	Implantable loop recorder (Yes)
	0.403
	0.124
	3.259
	0.001*

	p * = output reached statistical significance at 95% confidence interval. 



Rate of repeat ablation (re-ablation)
The rate of repeat ablation was derived using a GLM with a Poisson distribution and log-link function. A monthly rate was derived using an offset variable for the natural log of exposure time. A significant treatment effect was reported for the monthly rate of re-ablation (p<0.001) (Table S4), with those receiving cryoablation experiencing an average rate of re-ablation that is 72.5% lower than those receiving AADs within the German cost-effectiveness model (CEM) over 12 months.
Table S4:	Rate of re-ablation (whole study period)
	
	Coefficient
	Standard Error
	z-value
	p-value

	Intercept
	-3.843
	0.108
	-35.639
	<0.001*

	Treatment (Cryo)
	-1.302
	0.231
	-5.640
	<0.001*

	p * = output reached statistical significance at 95% confidence interval. 



EQ-5D-3L utility values
A GLMM with a Beta distribution and a logit link function was used to generate utility values. To control for variation between patients, a random effect was included. After stepwise selection, utility at baseline (p<0.001) and the treatment arm (p=0.025) were maintained as the only statistically significant predictors of utility at 12 months (Table S5a). Patients with ST episodic AF and those in the NSR health state were not found to be significantly different (p=0.115). Table S5b shows the utility values used for the NSR and ST episodic health states stratified by treatment arm using the deterministic model inputs. The estimated decrement between health states was applied to the population norm utility values.
Table S5a:	Twelve-month EQ-5D-3L utility 
	
	Estimate
	Standard Error
	z-value
	p-value

	Intercept
	-0.282
	0.260
	-1.084
	0.278

	AF status (ST-AF)
	-0.747
	0.474
	-1.576
	0.115

	Treatment (Cryo)
	0.219
	0.098
	2.234
	0.025*

	Baseline utility 
	2.689
	0.289
	9.319
	<0.001*

	p * = output reached statistical significance at 95% confidence interval. 


Table S5b:	Estimated utility values used in the cost-effectiveness model using the regression equation and determinist inputs 
	Health State
	Cryoablation
	AADs

	NSR
	0.91
	0.89

	ST Episodic
	0.83
	0.79

	Decrement
	[bookmark: RANGE!E48]0.08
	[bookmark: RANGE!F48]0.10


Abbreviations: NSR, normal sinus rhythm; ST, short-term
Cardiovascular-related hospitalization, accident and emergency visits, pharmaceutical and electrical cardioversion
A GLMM with a Poisson distribution and log-link function was used to derive the rates of cardiovascular-related hospitalisation, emergency department visits and cardioversion. A monthly rate was produced using an offset variable for time. A random effect was included to control for variation between patients. A statistically significant treatment effect was found for the monthly rate of electrical (p=0.021) and pharmaceutical cardioversion (p<0.001) (Tables S8 and S9). More specifically, patients receiving cryoablation reported a 48.9% and 82.5% average reduction for a monthly rate of electrical and pharmaceutical cardioversion, respectively, compared with those receiving AADs. 
Table S6:	Rate of cardiovascular-related hospitalization (whole study period)
	
	Coefficient
	Standard Error
	z-value
	p-value

	Intercept
	-9.235
	0.694
	-13.307
	<0.001*

	p * = output reached statistical significance at 95% confidence interval. 



Table S7:	Rate of cardiovascular-related accident and emergency visits (whole study period)
	
	Coefficient
	Standard Error
	z-value
	p-value

	Intercept
	-2.978
	0.283
	-10.519
	<0.001*

	p * = output reached statistical significance at 95% confidence interval. 



Table S8:	Rate of electrical cardioversion (whole study period)
	
	Coefficient
	Standard Error
	z-value
	p-value

	Intercept
	-4.815
	0.171
	-28.074
	<0.001*

	Treatment (Cryo)
	-0.672
	0.291
	-2.304
	0.021*

	p * = output reached statistical significance at 95% confidence interval. 



Table S9:	Rate of pharmaceutical cardioversion (whole study period)
	
	Coefficient
	Standard Error
	z-value
	p-value

	Intercept
	-4.234
	0.864
	-4.898
	<0.001*

	Treatment (Cryo)
	-1.744
	0.489
	-3.566
	<0.001*

	Age
	-0.036
	0.013
	-2.852
	0.004*

	7-day Holter
	1.574
	0.538
	2.923
	0.003*

	p * = output reached statistical significance at 95% confidence interval. 



Rate of Outpatient Visits
A GLM with a Poisson distribution and a log-link function was used to derive the rate of cardiovascular-related outpatient appointments. To control for variation between patients, a random effect was included. A monthly rate was produced using an offset variable for time.
Table S10:	Rate of cardiovascular-related outpatient appointments (whole study period)
	
	Estimate
	Standard Error
	z-value
	p-value

	Intercept
	-9.143
	0.650
	-14.065
	<0.001*

	p * = output reached statistical significance at 95% confidence interval. 



2. Transition probabilities
Transition probabilities used for calculating the probability of moving between health states (excluding death) per cycle were derived using the previously outlined statistical equations. The probabilities are presented for both model arms in Table S11 and Table S12.
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Table S11:	State transition summary table for cryoablation arm
	From\To
	NSR 0
	NSR 1
	NSR 2
	ST Epi 0
	ST Epi 1
	ST Epi 2
	LT Per 0
	LT Per 1
	LT Per 2
	Perm

	NSR 0
	0.939
	
	
	0.061
	
	
	
	
	
	

	NSR 1
	
	0.939
	
	
	0.061
	
	
	
	
	

	NSR 2
	
	
	0.930
	
	
	0.070
	
	
	
	

	ST Epi 0
	0.53
	0.01
	
	0.410
	0.00
	
	0.039
	
	
	

	ST Epi 1
	
	0.53
	0.01
	
	0.41
	0.00
	
	0.04
	
	

	ST Epi 2
	
	
	0.45
	
	
	0.50
	
	
	0.04
	

	LT Per 0
	0.14
	0.03
	
	0.07
	
	
	0.74
	0.01
	
	0.02

	LT Per 1
	
	0.14
	0.03
	
	0.07
	
	
	0.74
	0.01
	0.02

	LT Per 2
	
	
	0.12
	
	
	0.06
	
	
	0.80
	0.02

	Perm
	
	
	
	
	
	
	
	
	
	1.00


[bookmark: _Ref116415009]The number following health state descriptions details the number of re-ablation procedures.
Abbreviations: Epi, episodic; LT, long-term; NSR, normal sinus rhythm; Perm, permanent; ST, short-term. 


Table S12:	State transition summary table for AADs arm
	From\To
	NSR 0
	NSR 1
	NSR 2
	NSR 3
	ST Epi 0
	ST Epi 1
	ST Epi 2
	ST Epi 3
	LT Per 0
	LT Per 1
	LT Per 2
	LT Per 3
	Perm

	NSR 0
	0.89
	
	
	
	0.11
	
	
	
	
	
	
	
	

	NSR 1
	
	0.89
	
	
	
	0.11
	
	
	
	
	
	
	

	NSR 2
	
	
	0.87
	
	
	
	0.13
	
	
	
	
	
	

	NSR 3
	
	
	
	0.85
	
	
	
	0.15
	
	
	
	
	

	ST Epi 0
	0.53
	0.05
	
	
	0.36
	0.02
	
	
	0.0385
	
	
	
	

	ST Epi 1
	
	0.53
	0.05
	
	
	0.36
	0.02
	
	
	0.04
	
	
	

	ST Epi 2
	
	
	0.45
	0.05
	
	
	0.44
	0.02
	
	
	0.04
	
	

	ST Epi 3
	
	
	
	0.39
	
	
	
	0.56
	
	
	
	0.05
	

	LT Per 0
	0.14
	0.03
	
	
	0.07
	
	
	
	0.74
	0.01
	
	
	0.02

	LT Per 1
	
	0.14
	0.03
	
	
	0.07
	
	
	
	0.74
	0.01
	
	0.02

	LT Per 2
	
	
	0.12
	0.03
	
	
	0.06
	
	
	
	0.76
	0.01
	0.02

	LT Per 3
	
	
	
	0.10
	
	
	
	0.05
	
	
	
	0.83
	0.02

	Perm
	
	
	
	
	
	
	
	
	
	
	
	
	1.00


The number following health state descriptions details the number of re-ablation procedures.
Abbreviations: Epi, episodic; LT, long-term; NSR, normal sinus rhythm; Perm, permanent; ST, short-term. 
3. Breakdown of calculated costs
Ablation procedure costs
The total ablation cost applied in the model was calculated using a weighted average of 2022 DRG costs for inpatient ablation (including bedside nursing), and proportional short, normal and long length of stay values from InEK DatenBrowser 2021 [3]. Procedural code 8-835.a5 for cryoablation was used to filter ablation cases. An assumption was made for the number of days associated with each length of stay (LoS) to calculate the related nursing costs from a payer perspective. DRGs were calculated using the federal DRG base rate 2023 of €4,000 [4]. Bedside nursing was calculated using nursing fee value.
[bookmark: _Hlk147828825]Table S13:	Ablation procedure unit cost
	DRG cost (including bedside nursing)
	Assumption for inpatient days (LoS type)
	Proportion of each LoS type
	Weighted cost

	€7,394.20
	1 day (short)
	28.34%
	€2,392

	€8,324.40
	2 days (normal)
	63.96%
	€5,085

	€9,841.60
	8 days (long)
	7.70%
	€643

	Weighted Average
	€8,121

	Abbreviations: LoS, length of stay. 



Pharmaceutical costs (per cycle)
The pharmaceutical costs per cycle were applied in the model for all relevant drugs. The doses were sourced from the British National Formulary (BNF), with other values presented in Table 14a sourced from the 2023 Rote Liste [5, 6]. Table 14b presents the overall cost per treatment arm, calculated from the cost per cycle weighted by the number of patients on each drug, divided by the total number of patients in the treatment arm.




	Type of Drug
	Drug
	mg Per Day
	Pharmacy Retail Price
	Patient Co-payment
	mg Per Tablet
	Pack Size (tablets)
	Cost Per mg
	Total mg Per Year
	Cost Per Cycle

	Anti-coagulation at enrolment
	Warfarin
	7.5
	€23.19
	9.86
	5
	100
	0.03 €
	2,738
	€18.25

	
	Aspirin
	75
	€6.25
	0.00
	75
	100
	0.00 €
	27,375
	€5.70

	
	Rivaroxaban
	20
	€321.04
	0.00
	20
	98
	0.16 €
	7,300
	€298.93

	
	Dabigatran
	220
	€113.63
	0.00
	110
	180
	0.01 €
	80,300
	€115.21

	
	Apixaban
	10
	€343.39
	0.00
	5.0
	200
	0.34 €
	3,650
	€313.34

	
	Edoxaban
	45
	€249.55
	0.00
	60
	98
	0.04 €
	16,425
	€174.27

	
	Phenprocoumon
	3
	€18.28
	0.00
	3
	100
	0.06 €
	2,190
	€33.36

	
	Ticagrelor
	180
	€105.34
	0.00
	60
	60
	0.03 €
	65,700
	€480.61

	Class I/III Anti-Arrhythmics
	Amiodarone
	200
	€35.21
	5.00
	100
	100
	0.00 €
	77,200
	€58.31

	
	Dronedarone
	800
	€131.86
	10.00
	400
	100
	0.00 €
	292,000
	€222.39

	
	Flecainide
	100
	€51.03
	5.10
	100
	100
	0.00 €
	36,500
	€41.91

	
	Propafenone
	450
	€17.60
	0.00
	150
	100
	0.00 €
	164,250
	€48.18

	
	Sotalol
	240
	€16.61
	0.00
	40
	100
	0.00 €
	87,600
	€90.94


Table S14a: Pharmaceutical costs (per cycle)

Table S14b: Total pharmaceutical cost per intervention (per cycle)
	Intervention
	Total Cost Per Cycle

	Cryoablation
	[bookmark: RANGE!E67]€69

	AADs
	[bookmark: RANGE!E68]€89



4. Adverse event parameters
Table S15:	Stroke risk by CHA₂DS₂-VASc score
	[bookmark: _Hlk121747975]Score
	Risk
	Source

	0
	0.2%
	[7]

	1
	0.6%
	

	2
	2.2%
	

	3
	3.2%
	

	4
	4.8%
	

	5
	7.2%
	

	6
	9.7%
	

	7
	11.2%
	

	8
	10.8%
	

	9
	12.2%
	



[bookmark: _Ref116415065]Table S16:	CHA₂DS₂-VASc score by age
	Age category
	Score
	Source

	15 to 39
	1.3
	Baseline study data.

Those aged 60 - 79 have their CHA₂DS₂-VASc score increased by 1.

Those aged 80+ have their CHA₂DS₂-VASc score increased by 2.

	40 to 49
	1.3
	

	50 to 59
	1.3
	

	60 to 69
	2.3
	

	70 to 79
	2.3
	

	80 to 89
	3.3
	

	90 and over
	3.3
	


[bookmark: _Ref116415076]
Table S17:	Stroke incidence by age and CHA₂DS₂-VASc score
	Age category
	Deterministic

	15 to 39
	1.1%

	40 to 49
	1.1%

	50 to 59
	1.1%

	60 to 69
	2.5%

	70 to 79
	2.5%

	80 to 89
	3.7%

	90 and over
	3.7%



Table S18:	Treatment and health state-specific stroke relative risk values (used to adjust the general AF population stroke rates derived from study population CHA2-DS2-VASc scores)
	Values used in the base case

	Health state
	AADs
	Cryoablation
	Source

	NSR versus general AF population
	0.34
	0.34
	Clinical Assumption

	ST-Episodic versus general AF population
	0.40
	0.40
	

	LT-Persistent versus general AF population
	0.60
	0.60
	

	Permanent versus general AF population
	1.50
	1.50
	



[bookmark: _Ref116415129]

Table S19:	Heart failure incidence by age in the general population
	Age category
	Deterministic
	Source

	15 to 34
	0.004%
	[8]

	35 to 44
	0.013%
	

	45 to 54
	0.050%
	

	55 to 64
	0.200%
	

	65 to 74
	0.630%
	

	75+
	1.640%
	



[bookmark: _Ref113624411]Table S20:	Heart failure severity distribution
	NYHA class
	Share
	Source

	I
	22.14%
	[9]

	II
	40.52%
	

	III
	28.99%
	

	IV
	8.34%
	




5. Mortality parameters
The formula detailed below was used for deriving the health state-specific overall annual mortality rates (include stroke and heart failure mortality).
All-cause mortality = [(baseline annual mortality rate [excl. stroke and HF] + (baseline annual stroke mortality rate * probability of stroke) + (baseline annual HF mortality rate * probability of HF)]
The overall annual mortality rates were then converted to a three-monthly probability to align with the cycle length and for application in the model using the following formula:
1-exp(-rate*(cycle length/12))


Table S21:	General mortality rates
	Age
	Male
	Female
	Overall
	Source

	15 - 19
	0.03%
	0.01%
	0.03%
	[10]

Mortality excluding stroke and heart failure (annual) was defined as all-cause mortality excl. ICD-10 I60-69 (stroke mortality) and I30-I52 (heart failure mortality).

	20 - 24
	0.04%
	0.02%
	0.03%
	

	25 - 29
	0.05%
	0.02%
	0.04%
	

	30 - 34
	0.06%
	0.03%
	0.05%
	

	35 - 39
	0.10%
	0.05%
	0.08%
	

	40 - 44
	0.15%
	0.08%
	0.12%
	

	45 - 49
	0.25%
	0.14%
	0.21%
	

	50 - 54
	0.41%
	0.22%
	0.35%
	

	55 - 59
	0.68%
	0.36%
	0.58%
	

	60 - 64
	1.13%
	0.58%
	0.95%
	

	65 - 69
	1.78%
	0.93%
	1.50%
	

	70 - 74
	2.54%
	1.40%
	2.16%
	

	75 - 79
	4.11%
	2.48%
	3.57%
	

	80 - 84
	6.27%
	4.07%
	5.54%
	

	85 - 89
	10.81%
	7.90%
	9.85%
	

	90 - 94
	21.46%
	18.26%
	20.40%
	

	95 - 99
	0.03%
	0.01%
	0.03%
	

	100+
	0.04%
	0.02%
	0.03%
	



Table S22:	Stroke mortality rates
	Age category
	Mortality rate
	Source

	18 to 24
	3.90%
	[11]

	25 to 34
	3.90%
	

	35 to 44
	3.90%
	

	45 to 54
	3.90%
	

	55 to 64
	6.20%
	

	65 to 74
	10.65%
	

	75+
	19.00%
	



Table S23:	Heart failure mortality rates
	Age category
	Mortality rate
	Source

	16 to 24
	16.44%
	[12]

	25 to 34
	16.44%
	

	35 to 44
	16.44%
	

	45 to 54
	16.44%
	

	55 to 64
	20.39%
	

	65 to 74
	29.65%
	

	75+
	47.05%
	



6. Health state specific stroke relative risk values
Table S24:	Health state specific stroke relative risk values used in scenario analysis
Table S24 presents the relative risk values that replaced the base case values (presented in table S18) within the scenario analysis. This was to test the uncertainty of the relative risk values, measured by how much replacing them impacted the model results.
	Health state
	AADs
	Cryoablation
	Source

	NSR versus general population
	1.00
	1.00
	Assumption

	ST-Episodic versus general population
	2.12
	2.12
	[13]

	LT-Persistent versus ST-Episodic
	1.44
	1.44
	[14]

	Permanent versus ST-Episodic
	1.83
	1.83
	






7. CHEERS 2022 Checklist [15]
	Topic
	No.
	Item
	Location where item is reported

	Title
	
	
	

	
	1
	Identify the study as an economic evaluation and specify the interventions being compared.
	Title, Page 1

	Abstract
	
	
	

	
	2
	Provide a structured summary that highlights context, key methods, results, and alternative analyses.
	Abstract, Page 2 - 3

	Introduction
	
	
	

	Background and objectives
	3
	Give the context for the study, the study question, and its practical relevance for decision making in policy or practice.
	Background, Page 3 - 4

	Methods
	
	
	

	Health economic analysis plan
	4
	Indicate whether a health economic analysis plan was developed and where available.
	Methods, Page 4 – 10. Note: The model is not currently publicly available.

	Study population
	5
	Describe characteristics of the study population (such as age range, demographics, socioeconomic, or clinical characteristics).
	Methods, Page 4

	Setting and location
	6
	Provide relevant contextual information that may influence findings.
	Methods, Page 4 - Link to the underlying clinical study

	Comparators
	7
	Describe the interventions or strategies being compared and why chosen.
	Background, Page 4

	Perspective
	8
	State the perspective(s) adopted by the study and why chosen.
	Methods, Page 4 - 5

	Time horizon
	9
	State the time horizon for the study and why appropriate.
	Methods, Page 5

	Discount rate
	10
	Report the discount rate(s) and reason chosen.
	Methods, Page 5

	Selection of outcomes
	11
	Describe what outcomes were used as the measure(s) of benefit(s) and harm(s).
	Methods, Page 5

	Measurement of outcomes
	12
	Describe how outcomes used to capture benefit(s) and harm(s) were measured.
	Methods, Page 8

	Valuation of outcomes
	13
	Describe the population and methods used to measure and value outcomes.
	Methods, Page 8

	Measurement and valuation of resources and costs
	14
	Describe how costs were valued.
	Methods, Page 8 and Appendix, Table 1

	Currency, price date, and conversion
	15
	Report the dates of the estimated resource quantities and unit costs, plus the currency and year of conversion.
	Methods, Page 8

	Rationale and description of model
	16
	If modelling is used, describe in detail and why used. Report if the model is publicly available and where it can be accessed.
	Methods, Page 4 - 9

	Analytics and assumptions
	17
	Describe any methods for analysing or statistically transforming data, any extrapolation methods, and approaches for validating any model used.
	Methods, Page 6 and 9 - 10

	Characterising heterogeneity
	18
	Describe any methods used for estimating how the results of the study vary for subgroups.
	N/A - No subgroup analyses considered in the study

	Characterising distributional effects
	19
	Describe how impacts are distributed across different individuals or adjustments made to reflect priority populations.
	N/A

	Characterising uncertainty
	20
	Describe methods to characterise any sources of uncertainty in the analysis.
	Methods, Page 9 - 10 and Table 5

	Approach to engagement with patients and others affected by the study
	21
	Describe any approaches to engage patients or service recipients, the general public, communities, or stakeholders (such as clinicians or payers) in the design of the study.
	Methods, Page 5

	Results
	
	
	

	Study parameters
	22
	Report all analytic inputs (such as values, ranges, references) including uncertainty or distributional assumptions.
	Appendix, Table 1 and All Supp Tables

	Summary of main results
	23
	Report the mean values for the main categories of costs and outcomes of interest and summarise them in the most appropriate overall measure.
	Appendix, Table 2

	Effect of uncertainty
	24
	Describe how uncertainty about analytic judgments, inputs, or projections affect findings. Report the effect of choice of discount rate and time horizon, if applicable.
	Results, Page 10 - 12

	Effect of engagement with patients and others affected by the study
	25
	Report on any difference patient/service recipient, general public, community, or stakeholder involvement made to the approach or findings of the study
	Methods, Page 2 and 6
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